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fl-T^n^m. &)4 0~4 3i©7^^^j;5^KT?ife^ T 5 
n-f KflMKfHSBR (Amyloid Precursor Protein : £*T, APP £*fc-f5) <0 

p-7^u4 K (1-38) =E?U#-^ : 1 
0 -T 5: xx ^ K (1-3 9) =BH^lJ#-^ : 2 
j3-7;d^ K (1-40) =SE^J#-§- : 3 
j3-7^n^K (1-41) =IBM## : 4 
j3-7^n^ K (1-42) =IE^iJS^- : 5 
j3 — T 5: n-Y K (1-43) =IE?W§- : 6 

£bfc*jfi-Ctt. fl-TSn-Y K©fca>"Ct>* (^ASE) tuttfl- 

T^n^fK (1-42) &±K*mfrbtkMU -MUsfc'gia-ZQ-T^xij k 
(1-40) #S£(c$fc#1-5 (7^n^K7>Wf-) i^ri^^tl CT 
— ^-f ^ * h J> *~ T^K ^t7^i^5/^^ (Arch. 
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Biochem. Biophys.) , 301, 41-53, 1993] „ jS-T^n^K (1-42) N j3 - 
T^n-TK (26-42) , 0-T$n^ K (26-43) N )3-T5n^ K ( 

3 4-4 2) !fe^OC»^tf^f KMt*ot, 7K^'l4^i3-T^ a 
/f K (1-4 0) &i?<Dft*£fB< w tft^^££*vri^ ls<4*^^xh 
V— (Biochemistry) ,32,4693-4697,1993] 0 Lfc^oT, j3 -7 5o>fK ( 
x-4 2) Ott*^T^^*^— ^5fc*5VN-C«S: 1 t>fi^«cSiHfc*^.btbT33 
t), roJ:5iSt«ti»&, 5 n^r K ( x -40) t 0-T5n>f K (x - 

4 2) fc©it3t«5«:©ffi3Sdsr/V'yW'v— *te^#< H^i/rv^5£#;te>*L 

So 

^(Dfctb^ /S-T^n^K (x-40) ^-75n>f K (x-42) £ £^ 
^$jJj*7XW^^^-r^i3-T5n^ KcD^J^fe^wO 94/17197-^-^^^ 

Tfi, mz-l%, ^-f^-V— (Nature), 400, 173-177, 1999, ^9^— ^ 7*^ 
v'V'CNature Medicine), 9 (4), 448-452, 2003ft ^M^/^&S^ t: hAPP b 

cb4 + v ^/m<vmftmmiz£&m0k<vmmtm±tbtix\<^o 

(bfrlZ>Z.bfet hX»hWm£ftX^Z>tc#> O^ — v ^(Neuron), 38, 547-555, 

2003] , ^(D^m^^v^<>mi^m^Mir^tc^(Dm^<Dx>t^tvx 

W^m\^^tcWi^}^^<^X<D^fi^nt>flX^^ [1^^^* (Science), 295, 
2264-2267, 2002, ■^H'^-*"— ^^ — u-f-^^'y^ (Nature Neuroscience), 5, 
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452-457,2002] . Ld»U l7;o^ KTy^f- (CAA) 
^^^fflV^fc^W-C^ JitN^jS-r^n^ K^CQ^^J:«9 N CAAtjl 
Hi-^Jiilfll^^^^ttlJfiL^li^^^^^tbTV^^ (Science), 298, 

1379,2002] o 

-CV^tf* Cf-^^>-^ (Science) , 295#, 2264-2267K, 2002^ — 
^ a -Dt^xy^ (Nature Neuroscience) , 5#, 452-457H,2002^, 

^y^ix^ (Nature Medicine), 8, 1263-1269, 2002, *5 it>^n i/— *f 
4^>f* if •^v'a^/V 7*f5- ^ if^rc^ixX ^ if 

j.— ji^oi— (Proceedings of the National Academy of Sciences of the USA), 
100, 2023-2028,2003] . <H^t'l4C9i9iV ^ ]3 — T 5; n ^ K (x — 4 2) ©ifo-f^S 

ittfe, j3-T^n^ K©NMK ^P^§P. ^tcit )S -T ^ n-f K (x-4 0 

^LfcjS -T5 F (x-40) (CAA) fc:*fri-£3&E«:?Bcj&U l«F*3tbJfiL 
£ "t-^fife^ -5 * if ©/fe Sr#Jt-T 5 £ > £>T U t> KiSS^ft T/i^ ^ 

r©J; J: *9 ^^TQt^o^-^i'l.T ■^—^co^l^ • *&a?jfe##JM£ 

K©C«HW©*»^^ Kfc^HttfcKrt?**-**-/ * n— JvvtftflcB C-0 5 
-T^ P-f KOifct^fllfty*^ )3-T5:n^K (x-40) ©JMf©^£ 
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lt;bP&i2:5£ £ft<U & -75 n^f K (x-4 2) ©^jfiL^O^^riliRftJ 

( 1 ) 13 -7 5 n-T F^fcfi^tD^^^CWJ^^^^ K(d#M#J{££OS 
v^y ^ v—1~/i'foifc%^VXts:Z>7;i>y^-*—m. ^MM^W^^t^M 

(2) 7/i^W^~#ic^l£ • 7&^£iJ-cfc5iui3 (i) WM<Dn, 

UftV^ft-efcSfulE (1) fEi^J, 

(4) ffim$mm-%- 9 -r^^ti^T 5: /mw^w^ir^n^^ v*wm. 

•f-§fei#:-efe6SulB (1) lEifeco^J, 

(5) £ - 7 5 n-T F^gS?iJ#^§- : 1 > IB?'J#-$§- : 2 % BB#I#-!§- : 3 , 

: 4, @a?ij#-5§-: 5-§iiziz.m?m-% ■. 6 xmztiz r 5 y mnm^-r^^^- 
vxfozmm (i) ie^^ij, 

(6) B-7S.V-1 K#ia?iJff : 5 -e^^tb^T 5 ymmm^-t^^^- K 

-efc^BtilB (1) lE^^J. 
( 7 ) j3 —7" 5: p-Y Ktf>ff 2*fl^> IB^lJ#-^ : 5 Xm £tb<57 5 / ^ia?lJ© 2 # 
@~4 2#g£DT5: /l?ia^J^*i-5^^ K\ IB?"J#-5§- : 5^^1157 5/ 

^@bm<^3#s~4 2#i©7^ ymia^JSr^-rs^:? 0 ^- FtfeotN®©^ 
§7^y mia^J^ 4#s~42#io75; mia^J tr^rr K-e$> 5 tuts 

(1) f3*^#J, 

(8) 0 -7 5 p-f K<£>ffW#tf^ ia?ij#-*§- : 1 ftv^@a?ij#-^ : 6 -e^ns 
©7 5 y mia?ija> f)i#@~io#go75; mia?ija^£n ufcr 5 y ^ia 

^7"^ KTfe^ttiiS (1) 12ife£>3!k 

o) p-7$v^ h*&tcitt<Dmmfc<Dci$m<Dmft^?-vft, #0-75 
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^KT?S>SSWB (1) tiMHDftk 

*ufcv^#-e*>s*WB (i) IBife^J, 

(11) 5tt$tl57 5 /SffiB3?!ISr*i-5 j3-T5 K ( 
1-4 2) Sr»«*t"«ttfr - C*)5*rtB (1) fBi&W&U 

(12) St##, BA-27 (FERM BP-4139) ^$^4^^ 

y k— t/«BA-2 7 a-efcsitrlE (1 

) tamnms 

(13) BC-05 (FERM BP-4 4 5 7) X'M^Zfrl&^'f ~? 
V K— ^rfmi^Tb^toM^tlO S^/^n^t^BC-O 5 at?feSttllB (1 
) IE«tf>£!K 

(14) tntfta^ JWjfcttBBP?Sraifl^*^-e*>5llWB (1) IB^^J. 

(15) #Ctt^ ^$tbfc^A»>bi3-T^n^ KSr5l*4te#5«tftfr-C*> 

sbGIb (14) isttoftk 

(16) jS-T? n^r K^I^-e^^*^«2t^WJ^J"efc5SulB (1) IB 

mm^±^^t 5 5ttriB (i) faft^&u 

(18) fitfrdSs JHjliL*Hnft3Mb3teV^#:-t?fc*lWnE (1) 13*ft<£>*!U 

(19) ^tpOjS-T^n^ K^r5|c^-e^teb5S^-C*>5BirlE ( 

1 8) wmcom, 

(2 1) TfrV^<i~*~- m, g&it*fcttlT^o^ KJy^t^^© 
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(22) IE^IJ#-^: 5-e^$tv5T^ymiB^J : lr^'-r6i3-T5ci^ K 

(1-42) ^rMfii-S^> SB^J#-^: 1 T'f^tlST ^ / mm*mir% J3 - 

7>;p^K (1-3 8) % @B^iJ#-^: 2 -C^£*l5T 5 S $m&\%^1rZ /3 ~T 
(1 _ 39 ) ^3 i t>WJ## : 3 £ flZ> T 7 ^la^JSr^f 5 0 - 

7>p,f K (1-40) *Wm b^V^^T'fe 6 BiIIB ( 1 ) fett<£>#Jft 

BA-2 7li^4^1 2^ 2 2 0^tltfflSAWM (IFO) (* 
P^^R5rtT^JHiZ+HW 2-17-85 (f^#-J§- 532-8686) ) KI 
FO 5 0 3 8 7 tVX, ¥j&5^1J3 7 B ^ bal^m^X^^^X^ 

x^s^^Bf (ni bh) m, i&±ft&mAmm&ffim^m$zrjf mm-^m 

*tiWe^?- Wo<iiMl-l-l (§$H#-©-3 0 5-8 5 

6 6) ) } HFERM BP-4 1 3 9 t UT^ffc^tVCV^o 

^ B C - 0 5 «¥J* 5fll|2P ^^ii^m^XH^I^^X^ 
X|gt£«f§fcBT (NIBH) ®. a^j§fc^AS^#^W^BIf #fF4L#J 
Wft-fe^^- (^mo<«TfJ^l-l-l +*f6 (§^3 0 5-8 5 
66) ) ] tFERM BP-445 7t U"C^f6$ ttTV^^o 

: 1] J3 -T^n^K (1-3 8) 
[iB?iJ#-5§- : 2) (1-39) 
Cia3«-5§- : 3] /j-75NK (1-40) 
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[gB?'J#-i§- : 4 3 j3 -T ^ n>f K ( 1 - 4 1 ) 

[ia?iJ#-S§- : 5 ] j3-T^n-fK (1-42) 

CSa?iJ#-^ :63 j3 — T ^ n >f K ( 1 - 4 3 ) 

[ga^l##: 7] jS-r^n^r K (1-2 8) 

[@EJiJ#-^-:8] j8— T^n^K (25 — 3 5) 

[gE?iJ#-J§- : 9 ] e-T^o^K (3 5-4 3) 

*MjNB*lC*5»tS^X^^« (^y-^^K) ^^KaifB©«^J^o 

: i -c*^ £ n 5 r s; / it@a?ij 5 # y k & r± c » * i- s * 

^JSvpTt^ £ -T5 cz>f K (1-3 8) , IH3W§-: 2 T^^ttST 5 7 M?"J 
Sr^Ti"5j3-T5 K (1-3 9) , : 3"C**tb5T 5 ^iftiB^JS: 

tn^-75MF (1-40) , Efll##: 4T?aStt5T5/lME^IS:*r 
t5j8-7?o^K (1-41) , @B^iJ#-^ : 57?***b*T 5 ^SfcK^ISr^rf 
§/3-T5:n^K (1-42) &7ttelE?i]## : 6 T?^$tbST 5 / ^gB^JSr^ 
t§j3-75D^h' (1-4 3) ftjf (#*L<tt* IB?0##: 5^*tb«T 
5;WiMt5 3-7 5D^ K (1-4 2) ft if) dW^fcftS. 

i^L--fyr^^7^^ D--f y7^^7^^fciiD-7^7^y 

JSv^tbSo JM*#JH:ra\ SB^!l## : 5T^£*i5T^/mBE?(l<£f£2#B~4 
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^i#@~i7#gcor^7 ^sa^w^fti ufcT ^ / iaa^j^-r^^ K 

(^JiH J3-T5n^ K (1 7-40) , £-T^n^ K (1 8-40) t£t* 
) ^^^v^btL^o :tlb©^-75n^ ^TcWt<Dmm fc^ fllfctft: b 

it (m, »ss£> ^am) cau Tjisxv&mm tet*t(Dm. (£?£l< 
it, mmrn (0!ix.^> %it v^m. ^t^mm. mm t^m., &z> 

Tte> m«j3-7^a^ K^fett-t^ft^SrBKi-SjJs, @a?iJ#-S§- : 7T'^ 
$tLST5/iftia^J«r^i-5SP^^K (i-^^^x j3 -T^n^K (1-2 
8) T?* £ *i5 0 - T 5 n >f K©N«HBI©*W^<^ K) (SI L&l ^#:fc if 

(2 5-3 5) -e*$tt5j8-T$ci^ KOf^fP^tt^^K) SrW«U 
tbST^/iftBE^ISr^-rslas^^K (-Tftfr^ (3 5-4 
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(i) IH^lJ#-^ : 8 *5 «fc mZ$m-%- : 9 "C* £tl/<5T5l y ^IE?iJ £ ^""t" £ 
f^Y i-ttetts K (2 5-3 5) 3&£T*&-T$v( K (3 5 
-4 3) ) SrjBMfcbJ&v^^ 

(ii) BS?iJ#*: 8-e***L*T5/fiftBBm^rt-S*U^^K (i-fcfrfc* 

(2 5-3 5) ) ^It^V^, ga^lj#-^: 9tt$^7^ 
yg^Ba^JSr^ri-SW^^K (1-&*^> JJ-75n>f K (3 5-4 3) ) £ 

_ 7 >;p^K (1-3 8) , SH^"J#^: 2 "O^SixST 5 J SHE^I*:^* J3 - 
75n/fF (1-39) (Tfcfctt) : 3 T?*$tbST 5 /KSB^J 

^ t5j3 _ 7 .; n ^K (1-40) Sr»»!l»«fc-f-S»:^#*U<, ^bfctt 
@a^J#-^: l-C***t-6T5y*B3?9Sr^rrS/3-T5o-f K (1-3 8) , SB 

nm^- 2x~mzft>zT^;mmm&^irz> p-t^vj k (1-39) , ib^j 

#-§-: 3-C^$tbST5yfiftE3?!ISr^r*r5/3-T5n^ K (1-40) &i»r 
SB^iJ#^-: 5*C***tST$yHiB2W«r*i-*/5-T5 K (1-42 

£fc, _hlB (ii) TflsV'^'i ^^#^JB8^I£ttffi^' t H£ 

P -7 ? a^K (1-42) ) &#te»ttsi-*8ttoa s #*iX, ££>i-**Ba?U# 
5T?**4xaT5y«KJUS:^rf*^-T5 n^f K (1-4 2) &»Wfrfa 
tfS N iE^iJ#-^- : l-caESttar^yilBB^ISr^S^-T^n^ K (1-3 8) 

N 2 1$^57 s: /mmmz^irz & -75 k (1-39) *5 

£TJWJ#-*§-: 3Tf**tb«T5yiMByiISr^rt-5fl-T5o^ K (1-4 0) 

_hlB (i) ©^Oft*WifCtt, BA-2 7at|f^W^-t 
A-tftft: (WO 94/17197-J§^«#flB) J&Sjfcij, _h|B (ii) ©»^Jittfi 

BC-05a, BC-1 5 a, BC-6 5 a, BC-7 5 a, BC-55a ( 
mz., BC-05a^UW t^^S^/^-t^ (WO 
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94/17197-5§-4m#fi&) &ibZ> e 

(i) mi^iM 

SU^^K, 0-7=- K£ll-^J^^£l«&3 v ^ 2 ®^^ 
UTte, tWJfiUfe 1 b©« s ffiV>b*t* 0 ^&/l-7 5n>fKtfcllt©»»#» 

JiWO 02/06483#^*^IB*O*«fe^*C-C«43fe-e#, £ fcfc^ (a) 
^nvb^77^> T^-T^-^a^ h^77-f-ii^P^ 
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0i]^L^ Molecular Cloning (2nd ed. ; J. Sambrook et al„ Cold Spring Harbor 
Lab. Press, 1989) (^oT#It5 ^ t &X*f* 3 0 * 

-^>-^7?fe£te, (1) BffM^T^/^SB^J^^i-^^y^^K^fc^-?: 

£Jll\ cDNA:^^ V -frhs^y}) >a y^ia <9FJfSltf>T 5 / 

*ytr± (2) BffM^T^yM^j^^r-r^^y^^K^ 

fc^^OT5/^IB^J^»^#^V^UfcDNA^9'l'^-- : lrffi^, PCR 
DNA^^i-5^«^m#:^#S^^^^^ { f ^tb§ 0 

#-*§-: 6 T^£H3T 5 7^15^^5/3-^^ K (1-4 3) fc*f$rT 

^ji^M, *>SV^i/5-T^ci>r K (1-4 3) SrS^tD^^K^^ 

fettSo I©*St^-7>;n^ K (1-42) Srf^Kbfeai^ m&wzp- 
T^n^f K (1-4 1) *5£tf (;£fcte) j3-T^n^ K (1-4 3) 

frp-T^vj vm£km-<Dffii&& : &1rZ>h(D J $>, jS-T^n-fK (1-4 3 

o 
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Merrifield — T*V#> tr^X^ V^J*.?* (J.Am. 
Chem. Soc.) ,85. 2149(1963)] , M. Bodanszky £5 £ t^M. A. Ondetti 
K Vyt-V^ ( Peptide Synthesis ) , Interscience Publishers, New 
York, 1966 , Schroder & J: tjc Lubke Cif -<^T K (The Peptide) , 
Academic Press, New York, 1965^3 % Ilfl^ i^f-^^m&tM 

m, %m. 1985^] , &>bfkmtex.xmiAVt¥ im^mmnmi, 

'gfDfcmV, 205,1977^3 ifaSffiV^ttSo lft^aM-T5o 

3 s >-^c£> co - # /Vjj? vvVgte O B z 1 U U i?l/<D e — T ^ 7 £tt C 

1 -ZSt^lU ^n^OTk^SteB r-ZS«U T^—^tofT 
=• K£«T o s gTHfc^ Us t *T*?><0.4 ^ A-SttB o mSt^ltS 

^^T^^ F^WWt 5-^^5o ±lB#«fc-C# H 5 

v^^vMtj^ ^yxfc ku^t 5 I/mm, Tzst^mm. 4 
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;V7 0W, 4- (2' , 4' -^bWx=;V-tKB^f)l/) 7 
sy^^R 4- (2' , 4' K^x^-Fmoc7>;;xf/V 

SH^anby^fl, ^V-MIM^ 4-tKn^*SI»tJIBfS: 
„ Cl^bisiiSS^t-tt^-fe^^ftfl^mSiJ (#JxJ3\ HOB t, HOOBt 

ft if ©31— f/vl, Tir b =. b y A\ t°^"— b V A-ft ^<£>— b U >MS> 
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^^v^/V^-^v'^/^^/K Cl-Z, Br-Z, T f-^^J-^ttZ/Jj 

s^/K ^7s-;V*^7^ y^J-'f/K Fmo c )& btu5 c Xfrtf* 

^H^lIiUTH fc^XL^Ci-eT/V^W^, Cs-s^^oT/^S, C 

^ft^ig^fc (Ci- 6 ) T/VTJy-f^S, ^y^/H^t^7n^;l/S> 

f n i/y®7 x y -;H47kiI©^lSi Lt(4, fc^fcfBzi, ci-b 

z 1, Br Z N t'Zf'fJl'tzZ&mfbfrZo 

, 6 - MJ ^ f ;^y^>7;V*=.;K DNP, Bom, Bum, Boc, Tr 
t, Fmo c teX&mtf k*b5«, 
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2 , 4 , 5-b^on7x/ — /K 2, 4-v ? ^bn^^ / — ;K 7 ^ ^ 
N— t Yxx^fsy $ % F\ HOBt) t©x^f;v-] t££&&\tf btuSo 

v&K&zmTcteXhm-fbti&o ±mW£&mz£%mMBC}&te-mz.-- 2 o°c 

•j-y—jv^ } $ P i/y*-;K ^W^7^f K 1, 4 — 

m%)X'foZ>o \l*<f-WM %^/—A^kWHt LXm^btlZ 2, 4- 
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h , t y if ©nitfUMfc©'^ ^ o A- y s/ h — * v-T = 1/ 

— ^©7^ smzVT-Jrvv ^m^m-r^m^^T^m 3-(2- 

fc° y ^v^^^p fcf^IfeN-;* * S/W ^ (SPDP) ft ¥) 3rSJ&£lt- 
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(2) ^7 * i~ /lstfZ fctDfcm 

-ret* ft ^ ©is^fetc. j; o t\ mwm$Lt>^mt£miL\^fo s ^Mi-e&s ^ 
5i^2~6 5ife^iiH]-fo N tf-2 — i omsae^tbSo ajfiLSMfe £ ux 

«U -WfctffvK ^l^S'K 

m#J©iSH£«rS!lJ£i-5 w i: J; $ ft £ti,5 0 itt-^iftf^ttUE*0^*«fe^ 
7 — £ ^(D&m i^^V— (Nature) , 256, 495 (19 

7 5) ] iZ.^mMT»%2> 0 m^&HmtVX^ ^yxfl/y^Dn^ (P 
EG) VjA'XttX&mtf btiZtK $f£b<ttPEG&£rtfS/Bv^ 

tb^o #ttJlt«Biai:bT«fci:*.tfNS-l % P3U1, SP2/0, AP-l 
ft P3Ui;S:^«u<i^f)Ji5, JBi^ttStfMfcM^ 

M (MttHJ&) #:^#M*ffl«i^0*bV>itW, ifittl : 1~2 0 : lg 
gtT?fc*K PEG (0^U< tePEGl 0 0 0~PEG6 0 0 0) ^10~8 0 
%m&<Dm&-?mn£fr> S3t2 0~4 0 o C > £?£L<te30~3 7°CT?3i^l 
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if-e»«b^:^-T^n>r K3r*P*.. HffitOfc^bfcifcfl-T^n-T K^fc/^n 

}fi#:<D51SiJ, WHteiiSTHAT (fcaK^MM'?^ ^5'^) 
^iiDlt, 10-2 0 %^i-lJfiL?*^-a tflb^lMffliti-fi RPMI 1 6 

-r ^ xx ^ F&ntmvmj&k mm?. bTSijjrct s„ 

^CjS-T^n^K^y^n — Sift©* V?* —TAtt 

mm, mnM&mm, mm^mm, j^&mw- deae) \c&z>w.m* 

fc^V>}j:KAPT I V-AE (TECNOGEN S.C.RA.tt) ft Z <Dfe&y&ttMz 

:BJLh<z>«£ p^b-c, ^>r^y k— ^*BJte*iajiiib^©^rtxttfe*^^# 
^—m, nmm^nm (mcd > kt^n kt^^^— (caa) 
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F(ab')2s Fab^fcttFabra#&^£fflVvr , fc «fcV\, *fc s Ztlb <D g tfjKUlV^ 
HS^P^^^i: UTIt Jttf^WP 1 ! (BBB) ^Siii-r?)^L^0*b<^ 

v\ fe5v^ J^jfiL^MP^ (BBB) &38iB L&v^{£-efoo T & J; < N 
£fc, JilB<D«J:5M«l8Pg (BBB) SrSiSU ^^tb^ASE^ j3 - 

t^vj Ftife&vjztfim^ r;vys^^<-m, mmwsamm (mcd * 
¥<Dfcfox*<Dw.m$itmm : mb ^xm^z>zbhxzz> 0 ?<%3M<D7;w^ 

(MCI) ^^fetb^t>^A/tt^ASEf±> )3 -T^o^K 
(x-4 2) %^tenf&f&ftbir5^bt)>f®tbtiX\^Z)tc.tf>, #^j5 -75n^ 
K (x-4 2) ©CWCtl^^m *n!#:^ J f-OF(ab')2> Fab' £ fc teFab® 
^^A/tt^A«E^^s ^T^iH^^M^SrftMMR I ?£b*&m^ 

m (mcd <o#-w^^^rt^^^^^#^^tb§ 0 
^mm(omw-^^^T^y^^— m, mmmm^ (mcd > mm 

p^f K7y Wf- (CAA) fci? (£?*L<W:, 7)W'^ ffift if) <D 

^^u-c, t h*ta$m%wiyd m. 7^k *im^ t?*s. 
>r*. f-^fr e) \ztt^xmntttLtz.te#mnftfc&^-fz>z.b&x%z 

o 2*^/^ g4;^b^f!aotfc^§^ 
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1 Bit Ut, ffi#0.01~20mg/kgft:£S^ L< te0.1~10mg/kgffc 
lit, $ b^»*U< tt0.1~5mg/kg#S@&«: % 15159 ^l~5|E]@Jg, 0* 

■fe /v^J (V7b*^t /V#J Sr-^tf ) > *> n y % fL^iJ N ^ b S 

itjWttiwiiRffiw-^i, fcftmmM, wsmtrnm. Mmmffimnftm 

8 0, HCO— 50 (polyoxyethylene (50mol) adduct of hydrogenated 
castor oil) 3 <f fctlUTtiV^ itt^iLTH fclfctf, =r-vJtfU 
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-ctt. utt/vm, (r^y^) , 

•ettOS^^J?^^ «9 51##*J5~500mg, £ <9 :btt&M^m^5~100mg 

o 

^mm^mMm^^^x. r^/mm^m^-xm^-r^m^s iupac-iub 

Commision on Biochemical Nomenclature t£ £<5 P&-5§-fc 5 V > r* ii§ ^rfr^ 



PAM 




B o c 




Z 




C 1 -z 


: 2 — ^ n a — vvl^^r v'^7/U'#=-/^ 


Br-Z 


: 2 — ^-^y^t^^/V^^^ 


B z 1 


: -O^/V 


O c H e x 




OB z 1 


: ^^vVl^^vvV 


T o s 


: p — f/l/xy^;V^=;V 


HOB t 


: 1 hP7^ 


Me B z 1 


: 4 — ^^-?V^<^^)V 


Bom 


: ^^v^V^v't* ^/l' 


DCC 


: N, N' -^^P^v/^/^-f^ K 


TFA 


: h y y^n^m. 


DMF 




G 1 y 





21 



WO 2005/025616 



PCT/JP2004/013397 



A 1 a 




V a 1 




Leu 


: u^i/Z/ 


I 1 e 


: 4 y u^^sls 


S e r 




Th r 




C y s 


: *s*T4 1/ 


Me t 


: pi^-^s 


G 1 u 


: tfjv# 5: y-m. 


Asp 




L y s 


■ \) ?yl/ 


A r g 


: T;V3?^S 


H i s 


: M^^is^s 


P h e 


: 7s=/V77-> 


Tyr 


: 


T r p 


: M)7°b7rV 


Pro 




A s n 




G 1 n 


: 5: ^ 


S PDP 


: 3-(2-t° y v 5 ^^^-)^^ wylN-^^^y^f 


GMB S 




B S A 


: t^VjfiL^tr^?^ 


BTG 


: Vi/*f-vt?v7V Is 


E I A 


: zLlsf^ M J*sT 


HPLC 




HRP 


: ®#I7iffcV^— ^v^-if 


FBS 




d-F B S 




TMB 


: 3,3',5,5'-x h7^f/W<yf^y 
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H/HBSS : ^^^77-K^y^^7^ii 

-t-o 

CIH^iJ*-^- : 1 3 0— T^p-YK (1 — 3 8) 

CIH^iJ#-^:2) j3— T^n^fK (1 — 3 9) 

[gE?!l#-5§- : 3 ] /l-75n/f K (1-40) 

C@E^iJ#^- :4] /3 -T 5 n>f K ( 1 - 4 1 ) 

C@B^iJ#-8- : 5] j3-T^n-TK (1-42) 

CIE?iJ#-*§- : 6 3 0 -T 5 n>f K ( 1 - 4 3) 

CiB^iJ#-^- : 7 ] U-75p^K (1-28) 

!WJ#-i§- :8] 3-T5B>f K (2 5-3 5) 

HE?IJ##- : 93 0 — T $P>f K (35-43) 

IS Sr Ptt1"3 t> ©T? J4 & V \, 

IIJfeM-efflV^c^/^n — t/«BC-0 5 a *5=fct>*B A- 2 7 a {4, WO 

94/17197#^«©^Jfe0!l 7 \z.%m<Djj&\Z.&*oXftiL 0 

(1) m^bM" s^SrEIAK £ 5 A /Sx-40, AjSx-42©$J5£ 
•^9 ^ n— :h/M7i;'ffcBNT-77a (Asami-Odaka A et al., Biochemistry, 

34% 10272-10278K, 1995<¥) WO 94/17 197-§-^$R©#l»J 7 {C|B^©^ 
SsfcSpC, jS-T^n-Y K(11-28)^BALB/C-^!7^^^^C: kK£ «9#fc„ 
m^l5/xg/ml^tp0.1M pH9.6^^96l7^/^^ ^n^V— b 

}£100/zl-fo#&U 4 0 C-C24B#r H ^gUfc 0 «7 ^/l-©#f !l© Sr. PBS 

TMfg^fRLfct/n V >73L—^ (^0*M 300Ml£;&n;t, 4°C-e240#W^C» 
tizX^O^^t^tio Aj3x-40©$J/£«U _hlB©<fc 5 ^l^fex^^ll^b 
\^f~-7u— hfc, ClO%^n y^m — ^ N 0.2% BSA, 0.4M 

NaCK 0.05% CHAPS N 2mM EDTA, 0.05% NaN 3 <g^tp0.02M V ^IMM 
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pH7] TSfrJRLfcA 01-40 (^^KW^EBf) <D*kfc&?\l& zxf&m&n 
100»l&fla*-. 4°CT-24R#rag:^ £ i2rfc 0 PBS"e^# bfcO *> N 2&tnl#£: UT 
^j,7r-C Cl% BSA, 0.4MNaCl, i3i02mM EDTASr^ti>0.02M JJ 

P H7] -C1000^^^rlRLfcBA-27a-HRP (WO 94/17197^##M) 

^v^*— if^jf-^xi* (KIRKEGAARD & PERRY LAB, INC) 100 
nl&1m7imUX»l0ftm%.fo£l£fro V V^lOOjulSrflP 

^)^Jh$iirfcm % 450nmtf>Pj^^&:/W— b y (SPECTRAMAX190, 
Molecular Device*±) Xm^S - £ £ «5 @tB±<7}^§?£tt£*#fc„ Aj3x- 
42<£)MI;£te. JilB-C^SbfcBN^aS^b^^-h^Ajgi^ KW^E 
Elf) 0#3^m^J*5«t^^^^f^>5)P^. % 2#:#l^£ LTBC-05a-HRP (WO 
94/17 197-5§-4^®#fH) &fflV^;i£K:£ 9. Aj3x-40^|H#«J^bfc o 
(2) BA-27a*fcf*BC-O5a^0Krt^^^>BALB/C^ !^^Jk^*3 

$i tf> A 3 x-40*5 £ 0 *-42<DM^ik 

3^J3i^ BALB/C-^!>^19|2ET*_hlEfet^O^^^ftbfc 0 0.5mgtf)BA-27a 
£ O.SmgcDBC-OSa^^n^^E 1 6E<7)^ * * <^0I£ bfc c a 9 

? ^ ^ jfc$|(plasma) b flWf£i£(CSF) &&%L b> Aj3 x-40 £ A j3 x-42 £ ft SO 
Lfc 0 £ femiaM33#»2:4ia. BC-O5a£0J^&^bfc^?*<D«£$l&U 
Aj3x-42£r$!l;£ bfc D - © 5 *» Jk&lO/i 1 1 5/z gcDDynabeads M280 anti- 
mouse ig <jyyneti%2mm^ux*fcfo£i£tcmz±m*\m®.'L, skm^^m^ 

^mk&MA j3 x-40 b A 0 X-42& <fc U0.2M Glycine pH2.8T^m Ufc^fe^ 
? n y U VJ£"£S!«rA 0 x-40 £ A j8 x-425r$B!lJt bfc a 

jk#fA)3x-40ft, BA-27a&^|£-mi37.3±2.2finol/ml, BC-05afif-5-i$"Ctt 
3.3 ± 1.2fmol/ml N jEflf*J"flR*T?tt3.4± 1.8fmol/ml-?fc o fc„ 

li*M?^Aj3x-40«, BA-27a&^S^i3670.8±252.6fmol/ml, BC-05ag-# 
^-Trtel66.5±140.1fmol/ml, jE**ffi8t^Ttt246±184.3finol/mlT?*>ofe. ik 
$tAj3x-42«, BA-27a&#S|TM3:0.5±0.4fnioVmK BC-05a & # $ "C it 
60.7±7.1finol/ml, E#*tfla^"C»0.2±0.2finoymlT?*>o fc. 
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WsfiP««A/5x-42tt, BA-27aS^#-Cr±«5feflR#E*T, BC-OSaSsW-Ctt 
0.6±0.4finol/mb jEf^»ttiM^T"Cfeo fc„ 

Aj3x-40te, BA-27aS^^J;oT«^40{§, J»«^2.7{g^#^Jt# 
Lfc(p<0.00l) o BC-05aS-^^ttJfiL«^ J;«ili t x-40© ±#14^ 

A J3 x-42&, BA-27aS^-"CttJfiLift*5 i « *-A |3 x-42<£>_L#te<^ b 
n^^ofdo BC-05a^T«Jk«|-C304^^^fC_h#L(p<0.00l), ffi^M^ 
TiijE^^-ef«^^T-Cfco t <D&, 0.6±0.4fmol/ml£ _L# bfc 

BC-05a £ - * M M * iBfc&fi! # b «> ^ "C tt > jflL & A J3 x-42 (D 3* 
324.1£moyml^l621{§^ii^UT*5<9, bd^> tfcflKJfe'&aL fcft&%s&m\Z 

ftmtfc&Wi-vfrtfxmfe-rz t , mm L,itAPx-42<Dm*ioo%&tfLti&¥&&M 

^j8 42C*^#m^BC-O5aSr^e7^0l©^^-rS^^ IK 
*M$CA 0 x-42 i: J&L^A j3 x-42&#£ttK: b*> ^PJ f-_h# £*tZZ.b bT 
V>5o JfoJft* ^Jb#b^A]3x-42fi^^n^y y*»^S-C*5ri:i^, - 
.OA 0 x-42<£>_b#M4, bfcBC-05a^jfi L ^4'-e^ LTV> 5A/3 x-42£r$JS b 

bfc^oT, &^£*LfcBC-05ateJiftAj3x-42tf>*y T9>-X&¥fM&}fcmfiQ 
£iTr, F^M^A/3x-42ilfiL^A/3x-42cDiiiP^^bfc^O^#XLbtl/5o 

^aigm?r§l#^-bTV>SJiST^n^ KA0 x-420ft^£31tRfft W» U 
3fc3fFb5 5£ fcSr^bTV^. »#£*LfcBC-O5a#JWrt©A0x-42£*fr£-*-5 
d fc«rjfcffl1-;h,tf, *A«o^WW<fe^BC-05a©jfiLWrtS#^«t5jBT^ 
o>f KA/3x-42ifc**©W*tt*lfc)£fc ^©SffcJtelWIIfife^OJSfflfc PT«t**- & 

Hlfe#!]2 

(1) tr^^bBC-05a^3«tt^^^->"fb"^9^IgG^fNK 
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BO05a (10 mg/mD 2 ml^siufo-NHS-biotin (Pierced) 7kMlfc (2.4 mg/120 
°Ct?20^x PBS(-)^*fUT^|ffUfcm. 1fcfcWkm$:m7£^ti 0 JfcW70% o ft 
(2) ^tfiAPPswTg (Tg2576) ^ — <D \f*^lsfc&fc<DMffl&&, JzM*I 

lH'|4Tg2576-?'!>^ (I251ip) (Science, 274#, 99-102H, 199630 Kl*tl^ 
h^^^-e^^IgG^fc^t^^-^bBC-OSa (^0.5 mg/0.2 ml/vr)^) ^ 
lUflllSrt^b, 24^W^^$gifiL, mU^m^nM, ^#<*Mbfc(n=4-5) 
0 iitft7'nTT-tV>'tl:^'-^^T^ (Complete. Rochett) irEDTA 

(i^IS4 mg/ml) ^P^T^lfPL, ^M<7)Jt?t£jfcJt£ UT^H£#bfc 0 

tr*— ^Twsr&tpso mM b y ;**fcgH^£3£4toK ( 

P H 7.5) (TS^^^T-) «^^«*<D4^*iD^T*^^^XL. 
300,000xg, 4 < C^20^ra@^Lfcm©-b?*«T^^'14®^^ Ufc 0 ^tb 
tf S^BJ&fbSe tyzcAs*? h (Reacti-Bind NeutrAvidin Coated Plate, 
Piercefct) fcS&AD b^T? — Hfe^Jfc 8fci£8K tft ^ * * IgG-HRP 
(Amersliam1±)^*nx.T^^T?6B#^S^$*. gfc#^HRP<£>S« (TMB 
Microwell Peroxidase substrate system, KPL*±) $:lNx.tc a 1M $IS£-CKJ& , i^ 

jtm, b y — ^— t?45o nm<DW.yt&&mj£is, tfmotfr&yy h ( 

SoftMAX) ^JWrttfMWASrJfttiLfc. skm*<D%n.i£MmhmnfcW\feVtc 0 
BO-05a**fiti-5ri:fc*9#*:tt*«lSrf^»U -hlB (1) -C*#b*Lfclf 
^Wt:BC-05aO«*5«fcOTl^lO^^^* 1 fc^-To 



C*i3 







If ^ ^tBC-05a^S¥ 




(n = 4) (pmol/e wet tissue) 


(n= 5) (omol/e wet tissue) 




1300+296 


1030+94.8 




6.42+0.475 


4.75+0.056 
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mean ± S.E.M. 



5ti£APPswTg (Tg2576) t # *^<DBC-05a 9^ :*:M£fct}#3<£>I)8i£ 

HttTg2576-^!>^ (lOMifO (Science, 274#, 99-102M, 1996^) fcSfrU 
-^>7*IgGl£fcteBO05a (15M#*^0.5 mg/0.2 ml/v^^ s 16MtmP££- 
1.0mg/0.2ml/-7!)^) 52M# (12^J3#) l£ T08£ftl£-5- bfc(n=9- 

io) 0 ^ytx±$e,bm&<o%&~itff<>fco 

08{^*<^6 M ^T = ^^*ttB^^50 raM h V X&Wtfo&WL (pH7.5) SrJO^. 
„ ^?£i£fc 0 15000rpm, 4^-020^ W3*'C?U^ ^(D±?t§r^'14®^ i bfc 

EC"e2000flM&lR bfc t> <D Sri^^^/V £ Ufc 0 

& (pH7.5) HfP tfcf ^ $/ 7 7 -EC 560 /1 ll:*Px.Tf t 

<D £rELISA<£>1?" l/zf/^ b bfc c 



H«!]3 



C*2] 



A/3x-40 
(pmol/g wet tissue) 



A/3x-42 
(pmol/g wet tissue) 



27 



WO 2005/025616 



PCT/JP2004/013397 



jfiuft mmftu igG&^m 3ieo ± 302 

BC-05ajg-£l$ 2270 ± 186 



389 ± 20.0 



ftSIO ± 224 



tiaM 0*7=*' V#m) 2990 ± 208 
BO05a&^ 2350 ± 128 



588 ± 29.0 



18800 ± 1100 



;fcJKRT«M4A/3 IgGS^ ' 2.23 ± 0.402 
BC-05a&-5-f¥ 2.29 ± 0.27 



0.643 ± 0.0687 



0.413 ± 0.0521 



^^^14Aj3 IgG^m 1650 ± 383 
BC-05a^#^ 1200 ± 347 



645 ± 102 



442 ± 57.4 



mean ± S.E.M. 

mm&S-tmm, jk*<0A/^£ttBC-O5aS!-£K:J: t> 22^^b32^^^C S < 
_h#bfc„ jfn.m&^T~i^T^S1-5^£^£ l 9> BC-05a&-^©«A/3 
x-42»&W:$ bfC2^mS-b#bfcir t^b, BC-05attJk*-e<E>Aj3x-42tf>^£ 

IS rT^I^A J3 x-40^^ Kl^f bl* tbft J&» o *s > ^FSfttA j8 x-40#^ 
y ^ a— Virile: <fcoT N C^fflBfcTKlfttBtfc J3 -T5 n 

mmmfoz^fe&WrMt£k*tvxmm-efoz>o (x-4 

7>; P ^K (x-4 2) ©^OiL^^ftSr^ttfcitWP**. IKrt^SPttjS- 
7>n^K (x-4 2) Sr-(STS*S"5rtH4^*)So *fc> ±lB#i#tts J3 -T 
5p^K (x-4 0) &&mj&.J&fttirZ>m!k i gT$v4 Ftett^rmtAsk* 
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5. |3-7?o^ K#BBy!l*# : 1 * : 2, @B3«-*§- : 3 N EJUS* : 

4 > @H^iJ#^- : 5 £7U3:@E?iJ#-S§- : 6 fl$tb§7 5 7 mtm^ir^^ K 

7 jg-x^ n-T K<Of|i»#*S, IB?iJ#-^ : 5 T?*$;ft5T ^ /iHB#l© 2#g 

IE?iJ<£>3#@~4 2#S©7^ KT'feotNtt©^ 

7^7 WLUm<V 4tl~42SI©75/ MlH^iJ Sr^r-r 5 K-efc 5lt^ 

1 15«C0^1J 0 

8 . j8 -T 5: n-f K©W3Mto&S, E^J## : 1 £^ UE^J** : 6 "C^StLS* 
*©757 ^IB?iJ/!>> P)lS@~10f l©7^/ ^E^J^^^n UfcT 5: / ^@E?iJ 
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i i . ft&iP&wm^ : 5 -cs?£ tb5 r % j wsfflttt* a-t^p^k ( i 

-4 2) Sr»«i-a«:#:Tf*>5l»^llB«0*II- 

12. BA-27 (FERM BP-4139) T^^tlSW^D 
K— ^m%&frbM±£tlO ^ o— -TvMftflcB A- 2 7a T*fc5fii**I 1 IE 

13. #C#:^> BC-0 5 (FERM BP-4 4 5 7) "VM^ £*b£>'M' ^ P 
K— ^W^Ii^tL^^/^o- t«BC-0 5 a-efc^ft^lfB 

14. gtflc^, j^jfa.mwpgsr^ii-ra^-efeSfi^iiEife^Jo 

Mo 

18. J3^jk^KPg^igUJfeV^#:-efe5ft^llB^^Jo 

19. trifle *f« + ©J3-T$n>r KSr*ffiT?4itEb 5 1 

20. Hl?Lib*K:#bX, j8-T^n^ K^fcfi^^fliitf^CM^^T 0 

^^KfcflfrftWfcKjfeb, 3&>ogayiJ#-g- : 8 ^ssftSTsyi&iayiJ sort's 
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22. mm*. sa^'J#^-: 5-em£ti%T$;mz&]*^irz> p-t^*j k ( 
1-42) zmto-pziK ix«m£tiz>T$;mzm&^irz>0-T 

.; P/f K (1-3 8) > @E?iJ#^: 2 tf^^^ST 5 /fifeBB^JSr^-f 5 ^ -T^ 
cz^ K (1-3 9) *5<tt>WJ#-§-: 3T^^ttSr^/miH^IJ^i-S^-T 
.; P/ (K (1-4 0) ^raL-^V^^fc^lt^llB^^'Jo 
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[SEQUENCE LISTING] 

<110> Takada Chemical Industries, Ltd. 

<120> Use of antibody 

<130> P04-146PCT 

<150> JP2003-317443 
<151> 2003-09-09 

<160> 9 

<210> 1 
<211> 38 
<212> PRT 

<213> Homo sapiens 
<400> 1 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly 
35 

<210> 2 
<211> 39 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val 
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35 

<210> 3 
<211> 40 
<212> PRT 

<213> Homo sapiens 
<400> 3 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val 
35 40 

<210> 4 

<211> 41 

<212> PRT 

<213> Homo sapiens 

<400> 4 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val He 
35 40 

<210> 5 
<211> 42 
<212> PRT 

<213> Homo sapiens 
<400> 5 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 
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20 25 30 

Gly Leu Met Val Gly Gly Val Val He Ala 
35 40 

<210> 6 
<211> 43 
<212> PRT 

<213> Homo sapiens 
<400> 6 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala He He 

20 25 30 

Gly Leu Met Val Gly Gly Val Val He Ala Thr 
35 40 

<210> 7 

<211> 28 

<212> PRT 

<213> Homo sapiens 

<400> 7 

Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His Gin Lys 

5 10 15 

Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys 
20 25 

<210> 8 

<211> 11 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Gly Ser Asn Lys Gly Ala He He Gly Leu Met 
5 10 



3/4 



WO 2005/025616 



PCT/JP2004/013397 



<210> 9 

<211> 9 

<212> PRT 

<213> Homo sapiens 

<400> 9 

Met Val Gly Gly Val Val lie Ala Thr 
5 
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